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Sir: 

The benefit of liic filing date of the fbllowiog prior foreign application filed in 4e following 
foreign coimtty is hereby requested, and the right of priority provided in 35 U.S-C^ 1 19 is hereby 
claimed. 

In siqjport of this claim, filed herewith is a certified copy of said original foreign {plication: 

• United Kingdom Patent Application No. UK Prov. 9930882.7, filed 
December 20, 1999. 

Respectfully submitted^ 
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Washington Harbour 
3000 K Street, N.W., Suite 500 
Washington, D.C- 20007-5143 
Telephone: (202) 672-5538 
Facsimile; (202) 672-5399 



Michele M. Simkm 
Attorney for Applicant 
Registration No. 34,717 
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The Patent Office 
Concept House 
Cardiff Road 
Newport 
Soutli Wales 
NPIO 8QQ 



I, file an deraig iKd, being an.o£Scer dxHy autbotisediaacccmlaiice with Sectroa 74(1} and (4) 
of ibe Deregulation & Contracdng Out Act 1994, to sign and issue certificate onbehalf of the 
Conq)trQller-General, hereby certify that annexed hereto is a true ccipy of the documents as 
oiigmaUy filed in connection with the patent 



LaccordOTce with the Patents (Conqpanies Rfr-registratian) Rules 1982, if a company named 
' " 3 certificate and any accompanying documents has re-registered under the Cony anies Act 
wilit the same name as that wifti which it was registered hnmediately before re- 
Ijbratbn save for the substitution as, or inclusion as, the last pan of the ryamt^ of the words 
; limited con^iany" or dieir equivalents inWel^ 

^ and aiQT accompanying documents shaU be treated as re&renc^^ 
L it is so ze-registered. 



In ^^^Boce widi the rules, the words "^blic limited company" may be replaced Toy p J.c,, 
plCy^^A or PLC, 



R&-r 
subje 



: vnder the Con^anies Act does not constitute a new legal entity but merely 
pany to certain addidonal con^iazry law rules. 



Signed 
Dated 23 January.2001 
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EFFECTIVE DATE 



2. Patent Application ruiniww. 



'5 JAN 2000 



3. Full namet address and postcode of the or 
of each Applicant {underSno affsumGmes) 



Patent Office ADP Number fff you know M 

If the applicant is a corporate body, give 
the country/state of its incorporation 



MPS Allerix Corp. 
6850 Goreway Drive 
Misfiissauga 
Ontario 

Canada L4V 1V7 
CanadaWl/77flO 0,00-9930882.7 



Title of the Invention 



GLP-2 Formulations 



S, Name of your Agent fifyouftave anal 

"Address for Service" in the United Kingdom to 
which all correspondence should be sent 

Unciu^ng tha pasteod^ 



Patents ADP Number (tfyaujtnowkf 



URQUHAFn"-DYICES & LORD 

Alexandra Hoiise 
' 1 Alexandra Road 
SWANSEA 
SA1 5ED 
United Kingdom 



If you are declaring priority from one or more 
earlier Patent Applications^ give the country 
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eartler Applications and iff y^ know the or each 



Country Pdoiky &ppIfcation Ate. ^af e af FSlng 

ffF you kMw it) fDay/manthA^a/i 



If this Application is divided or otherwise derived 
from an eariier UK Application, give the Number 
and the Rling Date of the eariier Application 



Is a Statement of Inventorship and of Right to 
Grant of a Patent required in support of this 
request 7 
(AnswBt 'Yes* if: 

a) any AppHeont namad in pan 3 h not en inventor, or 

tj t/iBfo is an inventor who is not nanrnd as an Appffcont, or 
c) any nametf Appffamv a a corporate hadyJ 



Number of ^fUer appHoatfon 



Yes 



Oat& offiUng 
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10. If you are also filing any of the following 
state how many against each item 

Priority documents 0 

Translations of priority documents 0 

Statement of Inventorship and Right 0 
to Grant a Patent (Patents Farm 7/771 

Request for Pretiminary Examination 0 

(Patenls Fom 3/771 

Request for Substantive Examinetion 0 
(Patents form 10/77) 

Any other documents ipieasB specify) 0 



1 lywe request the gram of a Patent on the basis 

of this Application 




1 2. Name and daytime telephone number of * Mr G M Davies 

person to contact in the United Kingdom 01792 474327 



Warning 

After an Application for a Patent has been filed, the Comptroller of the Patent Office will consider whether Publication 
or communication of the Invention should be prohibited or restricted under Section 22 of the Patents Act 1977. You 
will be informed if it is necessary to prohibit or restrict your invention in this way, Furthennnore, if you live in tha United 
Kingdom, Section 23 of the Patents Act 1 977 stops you from applying fora Patent abroad wfthout first getting written 
from the Patent Office unless an Application has bean filed at least 6 weeks beforehand in the United Kingdom for a 
Patent for the same invention and either no direction prohibiting Publication or communication has been given, or any 
such direction has been revoked. 
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GLP-2 FormaJadons 



Field of LnretUioit 

Thei 



-With unproved sttnage stability. •Mawas 

Backgnrand 

Admiaistr^ofA«ape„ttci«ptite 

breakdown ov^time* 

GLP-2 is a 33 amino add peptide, vrtuch is considered to have ther^o appUcations i 
th« n^alnu^of diseases of the easto^ 

GLP.2 »d analogs toof act as trophic agents to p««^.g^^ 
enhancing ftc functioning of the upper gastromtestinal tract (see USP 5,834 428- USP 
5,789379; USP 5.990,077; WO 98/52600) ' ' 



in 



CommKCial exploitation of GLP-2 requires llie devdppinent of afonnulaiion that is 
a««p,ableinteni«ofatoragestabilityan^ Because it is a proteitx«Kl thus 

fcmonrhOuIe than the tiaditionaUysmannoleeular..dfiht<&ug^fl^ 
piesentsd^Jlengesnotcommonlyeneounle^l^Aephamaceuti^^ Forexample, 
oxidatica»canocc«xatthen««hionincresidueatpositioalO. Furtfaencore. GLP-2 may also be 
adsorbed to suifeces to &nn aggregates and/orpiecqjitatB. 

Hence, it is desirable to p«,vidc a phaimaceuticaUy useful and stable GLP.2 foimuladon 
or 0LP-'2 analog fimnulaiion. 



1 
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Suzmnaiy of&t Invention 

tner^£ ^ 

1V««,.S^ al, ..ri asinmc « not TO»«»i-c n-ttrid, 

GLP-2 peptides and aaatogs thereof, 

Acconfing xo one aspect of the pi«eot invention, tiioc is provided « fotmnladon. v*ich 
15 P"^fi>rsoIubilityforamedicaUy.««fidan„un^,^p«f^^^ 

peptidefenalog, comprising a phosphate buffer to maintain the pH at aphannacenticaUy 
acceptable level and above 5^, a stabilising amino add, pailiculaily. L^Ifistidine. aM MamritoL 

In an embodiment of theprcsent invention, the fomuilaiion fcr the GLP-2 peptide, or 
ao «^<'B«««otparticdarlytheh[Gly2]GLP-2.isalyophiliz«dft^ 

the tecommtuted product: phosphate bnflfer in an amount necessaiy to maintain the pH of the 
icconsdtuted product above 7. preferably to maintain a pH of q,pcoximateIy 7 J.7.4- O^i % 
(v«V)L.H3stidin«2-5y.(v«^r)Mannitol,pm&^ly^^^^^ 
approjdmately 3% MamUtol; and 0.1- tO% (w/v) GLP.2 peptide or analog thercot 

25 

Inainotcpnfercd embodiment of the ioventioa ah[Gly2lGLP-2 tyophilizBd 
fiamulationisprovidedcompiisinginlhereconstitu^ ^proximately 7-10 mg^ml of 

h[Gly2]QU>-2, prefernbly ^proximately 10 rng/irf, ^phosphate buffer in an amount necessary 
to oaintnin the pH at approximately 73-7.4: apptoximaidy 0^-1 % (w/v) t-Histidme: ami 
30 approximately 3% (w/v) ManoitoL 



2 
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m another aspect of the present invention there is provided a process for making the 
Iyophiliz«i formulation of aOLP.2pq>tide. or ar«]og thereof ^-npri^ tf^ foUovving steps: 

(a) p,,:paring1helbnt„dationoftheGLP.2orandogti«^ 

buffer, L-Hisciditte, and Manoitol; ■ 
00 ficerfng the fomudalioiLtx) -^*C; 

(c) primary diybg at -20'g; aiid 

(d) secondary dryiDg at +20*C. 

la a preferred embodirnentthcfennmation usedin the lyopbilization process comprises, 
fte h[Gly2JGLP.2 analog 35 mM Phosphate buffer to inaiiitaui the reconstidited product at a pH 
of WOXimately7J-7.4;0^1%L^Hisddir«(w/vofreconstili^ Mannitol 
(w/v of ittxmsthutiBd product). 

According to another aspect of the present invention. Aere is provided a mefliod fi>r 
obtaining a GU»-2 formulation for parenteral administration, which comprises the step of 
reconstitntmg tiie lyophiiized foimulatioa of the GLP-2 pepnde or GLP-2 analog. 

Hien; is fiittfaer provided in accordance with the mvendon. a therapcuticaUy useful Jdt 
comprismg a sterile vial coniaming a fiasa^ed prepamtion of the mveution. a vehicle suitable 
for reconstitution thereof preftrably sterile water, and instructions for leconstimtion and 
optionaUy instructions for administration. The Idt may further comprise a device suitable for 
tnjectifm of the tecocsdtuted p r e p a raU on, 

ZS Refiamce to tile Drawings 

Figure 1 is a graph sEowing the cflBxt of certain amh» ^ 
usiiig a heat stress test ■ 



15 



20 



30 



Figure 2 is a graph showirig die of hi5ti(aie on a pho^hate bofiSsred formulation. 
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Hgure 3 is agcapH showing the screening of buBdng agents aaalyzed fay Rp,HPLC at 
room teoqiaature and 60 "C. 

Figure 4 U; a graph showing the sci«aiing of bulk^ 

^»e»««5isagrai*showingtfaestabiIityofFI^IVI^^ 

Figure 6 ik a. gnph showing the stnMlijy of FMIX.IV lyophilized fonauttions at loom 
ten^eiatareandGO'CL 

10 . Desct^doDofOteliiveiiiioii 

Tlieiiivenlionrelajes to GLJ.2peptidcand<HJ»-2 an^^ 
sioi^estability, Iii P^ticujar, the lyophHimi filiations of the pnssentiiivc^^ 
storage staMIiiy of at least 3 months at on ™bJcnt tempoatuie, and more p,ef«nbiy of at least 
oneyearat4«^ ^toiagc stabiUly is exhibited Iqr mimmal peptide deg^ 
thanappiowmaidy 5%p«^de degradation, more preferably less than apptoxmiateiy 3^% 
peptide degradation, even more preferably less than approxhnately 1 -2% peptide degradation. 
Peptidedegradattoncan bexneasuredusiDgstendaidrevtwe phM^ 
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TltenatnraUyprodncedGLP-2peptidesarehiBhly conserved peptides. Accordingly, 
GLP-2 pcirtides for use in the present vvention include the various natarally produced fomil of 
GlJ»-2,particuladyinaniinalian(suAaspriaiate,ia!. - 
hamster, and guine* pig) or vertebrate forms (such as trout and chicken), and more particularly 

fliehumanto. D«irably but not essentially, the GLP-2 adccted for.use is of die sarr^ 
as the subject identified for treatmenL 

OLP.2 aialogspotentiaUy iisefelia the present h^ 
. activate flie GLP.2 Kceptar ly binding to that lecqrtor and Ihm 

second messenger system coupled to that receptor. In embodhnents of the iirveation. the GLP-2 
analogs act selectively ^ the GLp.2 receptor. Sdectivdy-acting GLP-2 analogs are con^nnds 
that, in the contact of a suitable GLP-2 receptor bmding or fimcrional ak^. buid to the GLP-2 
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receptor wxA greater affinity, desirably at least an order of magmcndc greater afSnity, relative to 
different receptor Qfpes, sach as the GLP-1 receptor. In other embodiments, the GLP-2 analogs 
bind to the GLP-2 icccptDr with anafiSnity at least equivalent to the a£5ni^ of GLP-2. 

The GLP-2 lecqtoranatogs can be iderttffied by screeniag peptides against cells 
engineered geneticaUy to produce the OLP-2 vixsptor. the GLP-2 receptor has been cloned, as 
repotted by Mnmoe eioLin Proc NatL Acad. Sci, 1999 Feb 16; 96(4):1569. Cells foactionally 
ineoiporating the GU'-2 leceptot. and their use to screen caP-2 analogs, aie also described in 
W098/2S9S5 published 18 June 1998. 



la other embodiments of the invention, the GLP'S analog is an analog of natural QLP-2 
that incorporates one or more amino acid substitutions, additions, deletions or modifications. 
Agonist activity of human GLP-2 and rat QLP-2 is believed to require an intact N-terniinus, but 
various deletions of up to several residues at the C-temnnns are tolerated without loss of agonist 

15 activity. Subsdtuiiaiis are loleiated at sites outside regions conserved aooss the various OLP-^ 
species homologs. Sinnlatly, substitutions are also tolerated al sites within regions conserved 
across GLP-2 spedes. la. preferred ombodiinents, the amino acid substitutions are conservaiive 
substitutions, for instance in vwhich one member of an amino add class is substituted by another 
member, e.^ the substiQition of alanine by glydne, tine substitution, of aspacaginc by ^h^*^ ^- 

20 the substitution of metidomne by leucine or isoleudne. and the like. 



In a prefened wnbodime m, the GLP-2 analog is a GLP-2 analog ibat has been altered to 
confer resistance to degradation by etidogenous enemas, such as DPP-rV. Sudi analogs 
suitably incoiporaxe a replacement of ttie alanine residue at portion Z In ^ea&o embodiments, 
25 die Ala2 readue is replaced by ^dne or serine, or bv ofiier residues as descrihi^ iht i-n^t^-^ 
U.S. 5,789379. In. a most pte&ned emboi^ment, ibc GLP-2 receptor agonist is [Gly2]GLP-2l 
For use m tteadng hmnans, the GLP-2 analog is desirably but not essentially a human GLP-j2 
peptide or analog, paxticalaily induding the GIy2 analog of human GLP>2. 

30 It was discovered diat the h(Gly2]QLP.2 analog precipitated at apH of less than SjS and 

that flxera were ten^ieratnre profiles suggesting a heat-induced and salt^^epcndent transition 

5 
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15 
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25 
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temperatur.ofapp„>xnna«y40-c Bas«l onpHsclubiUty profiles, phosphate was optin^al ia 
provi&iBbuffidngc^ty. Fnrttoc^hJ^dineiathephosphatcbufier^ found to 



stabfltzing ainiEio add is an amino acid, which will 



increase the length of time that the peptide 



wiU^inainimacthe&te degrading then wonldoth«^^ 



acid. 



^jproxunatcly 1% water by wdgbL 

Hie excipieot incorporated in the piepaniion should when tised m 4e fennuladon 
prodnceanon^rystaffineamoiphouscalce. It vras found that lactose, trehalose and nialtee were 
sugaiswhichdSdaotstabaizetbefermulationasweUasmanmtolandsuc^ More 
particailarfy, mamntol was foniultn he the pnrferred iKci^^ 

The bnflFering ag«wt mcon»orat£d in the fonniilation of the pi^ent invention is selected 
fiom those capable of buffering the prepainiion tn a pH withm a physiologicaUy acceptable range 
foradmimstrafiaatoapatienL More particulariy, it was found that the pH of the fonnnlation 
should hy greater then 5 .5. more preferablir greater than 6." even more pcefciahly g«:ater than 7. 
aadmostprefeiably approximately 7J,7.4. Most preferably, the bu&ring agent is phosphate' 
based, most preferably a 35 mM Phosphate buffer is used. 

The fiirmulations of the present mvendon incorporate a GLP-2 peptide or analog thereof 
inamedicaIlyefleciivcamount.namdyanamDuittwhichisuse^ ' 
diagnosiically and which can be presfctemrined based on fte type of GLP-2 peptide or analog 
flierof which b selected and onthe intended end-use of the preparation. TherapeuticaUy useful 
amounts of inchide those unit dosage amflunts i»eM in a reghnen to tt^ 
would benefit fiom GLP-2 administradun. as dcscnbed more fiiUy m U.S. Patents 5.834,428, 
5.789.379. 5.990,077. 5.952.301 attd WO 98/52600. In one application, die fimnnlation inaybe 
exploited for the treatment of gastrointesdnal disease, particularly diseases or eonditions of the 
intestine. TherapeaticaBy use&lamoimts also induderndti^iose amounts of (3^2 Wwh^^ 
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multiple unit doses of GLP-2 can be delivered ta an intended snbjecL DiagnostlcaUy useful 
amounts of GLP-2 include &ose amounts usefiil as calibnmtwiien assessing endogenous levels 
of OLP-2 or levels of GLP-2 dmg in a subject, for tustaoce as aprelude to GLP-2 theiapy, or 
during the comsc of GLP-2 treatment Medically usefid amounts of GLP-2 thus can nmge 
widely from a few micrograms to many milligrams, 

IQ an embodiment of the invemion. the fonnulations subject to the fieeze^hying process 
comprises: apptoogmately Tmg^inL -lOmgAnL of GLP-2 peptide or an analog thereof 
approximately 2-5% <w^ of die reconstituted product) of mannitol. prcfenably 24-3 most 
prefiaably 3%; qiptoximate)y O.M% (wAv of die xeconstituled produrt) of an amino acid 

stabilizer, prefiaably L-mstidin^, and a phosphate bufier in an amount capable of buffirii^ 
recbnstitiited product to a pH of gieaterthan 7. preferably a pH of about 7J-7.4. 



15 



20 



2S 



TTie GLP-2/anaIog fermulation of die present ittvention is prefiaably filled in individual 
vials to the desiiBd volume and die vials are subject to the lyophoUzation process. Ihe 
lyopholization process includes a temperature cycling process diat is carefully contiolied lo 
ensure dial drying proceeds unifoimly 2nd until there is less than approximately 2% of water and 
preferably no more dian ^pr^Mmaidy 1% of water. A lyopholizarion process suitable for the 
present invention involves a fieezmg step and a two step drying process. Inthefieezingstep,the 
formulation vials ar« cooled 6cm ambient teropesature to -I'C at 2'C/rQinute and hwM at _i 'c 
fer q^ximatdy 15 mmirtes and then cooled from -I'C to -40'C at 2"cyramute and held at 
-40Cfor4hours. In ttie first dr3TOg<^cfe, the temperature is inaeasedfiom-40'C to --20'C at 
2'C/mmiite and held at -20'C for ^proximately 14 hours under a vacuum of 1 50 mT with a 
co°d c p s «' tenqwranire of- 80'C In the secimd drymg cycl^ the vials aie wanned from -QO'C 
to +20'C at 2'Cteiinute and hdd aL +20'C fiir appromiately 14 hours at a vacuum of 1 50 mT 
and a condenser tenqteraiure of-80'C until there is less than ^iproximately 2% of water and 
preferably no more dian approodmatety 1% of water. The vials are dien preferably stored at 4'C. 



Tie present invention also provides a me^jiny nggfiiT e twnpris^T iE ^ Iftast one vial 
oontdoing the lyophilized fieeze-dried GLP-2 or GLP-2 analog formulation of die invention, a 
30 vial of sterile vatcr fer rcconstitution and mstructions directing reconstitution and optionally an 
injection device feradministratioa. To use the kit; die user mixes die water with die foimulation 



Received from <> at 1 1/15102 5:03:15 PM [Eastern Standard Time] 



11/15/2002 16:58 FAI F&L SERVICE CTR ^ (2|02^ 



10 



vial, preferably by tonsfeiiingfl«vi«ier to ^ IT": formulatiott of the pr«ent 

invention rapidly dissolves and is stable for at least ^)pn»dinately 12 honts and up to 
approximately 24 hours, 

Tte follow eranqaea are ilhistmfive of the prea^ 
linriting fector m inteipreting the scope of thepatfait appli^ 

Examqjle 1: Foiniulatioa and Lyophilization 

MtiaUy. a base fonmibtioa buffer con^osed of 3S jnM sodium phosphate. pH 7.4, is 
piepand in the feDo wing manner: purified water is added to a sterile, depyroeenated flaak'and 
then sodium heptahydraic is added, followed by monobasic sodium phosphate monohydiate. 
ThebufferismixedandthepHischeckedtobe7.4±0.2. This base formulation bufer is used to 
dilute h[Gly2]GLP.2 liquid bulk drug substance to a specified concentration of 10 mgfeiL At 
this point, I^Histidine is added to a final conceatralion of 7.76 gmfl- and mamiiiol is added to a 
final concentiadon of 30 gm/L. The preparation U carefiJIy mixedbefore being passed through 
IS a0.22^mfiltBrintoastfirile£iUingtank. From this tank, the picpaiation is asepticaUy filled Cm 
- Iml aliquots) iulo 3cc sterile USP Type I glass vials, which are then parti^y c^d wMi sterile 
nibbcr stoppers and placed mio lyopWlizaiionlrays before being loaded into the lyophilizer. The 
lyophUization cycle is commenced by pie-fieezing the foiimulation to a temperatnre of -40t2'C 
fer approximately 4 hours. Primary drying ofthe drug piodua is performed at a tfimpeiamre of 
20 -20'C for 14-1 7 hours, ibUowed by secomJaiy drymg at -20 to 20±2'C for appioximatBly 14-20 
hours until the pereentagp of water is Iess then 1%. Allhc end ofdielyophilization cycle, the 
vials are purged with filtered nitaogen and the rubber stoppers are fiiUy depressed into the vials. 
.The stoppered vials are temoyed fiom the lyophtlizer andpennaneaily sealed withacrimped 
ahnninum scd and capped wifli a polypropylene flipHiff button. 

ExanqileZ' Screemng of Amino Add Stabilizers 

The h{G]yt2]GLP-2 finmoladon was tested with several amino acids as set out below, 
CitialB was induded fiM: mechanistic reasons because it i^vides thice ncgatr^ 
drug conccnlration was 10 mgAnI and 4epH was maintained between 7.1-7 J. Thefennnlatioas 
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were lyophilized accorfing to the lyophilization protocol of Example 1 and then stored at 40 "C 
&r 14 days befi>ie lieiiig healed at 60 <'C &r 4 hours. 

1. lOmM Phosphate. 10 mMGIu 

2. lOniM Phosphate, I OmM Glu. 50 mM Aig 

3. lOraMPho^hate, 10 njM Citrate 

4. lOtnMPhosphateilOinMCilraJteiSOiiiMArg 

5. lOmM Phosphate. 100 laM-CitiatB 

6. lOxDMPho^ihate, 100 mil Citrate. 50 mMAig 

7. lOmM Phosphate, 10 mMSv 

8. lOmM Phosphate, 10 ttiMSer. 50 mMAig 

9. lOmM Phosphate. 10 mM Pro 

10. lOmM Phosphate. 10 mM Pro, 50 luMAxg 
tl. lOmMPhospliate. lOmMHis 

12. lOmM Phosphate, 10 mM 15s, SO mMAig 
15 13. lOiriM Phosphate, 10 mM Gly 

14- lOraM Phosphate, 10 mM Gly. 50 mMAig 

15. 10mMHis,10mMG]y 

16. ]OniMIfis,10mMGIy.SOniMAig 

AU of diefoimnladooa comammg aigitiine predpitaled upon heating and didnotsuivivcthe 
screening process. FoininMQn5(100mMcitiale)andFommlaiion IS (histidincand ^ 
alsoprerapitated. Thcw vras a rimilar stability showing fer the phosphate buffered 
and 10 mM concentrations of histidme. citrate, serine, proline glycine and glntamatc. (See 
Figure 1) Furthermore as .shovra in Figure 2, v*en hislidhie i^ 
phosphate buffer ft stidiilizfis the fiirmuiation when it is 



20 



25 



30 



BxampleS: Screening Bulk Agents 

TbQ following finmnlations of 10 mgAnl of h[Glyi2]GLP-2 were lyophilized using a 
simflar Iyophifizaii<m process as descaTjed m Example 1 and we^ 

to 60 'C- all the sanq»IespredpilatBd alto concentration. Accordingly, the test was repeated 
at 0.4 mgfeil of h[Glyt2]GLP-2. As shown in Figures 3 and 4, fte reverse phase HPLC data 
showed that the mannilol samples had die least degradation and all three His conceatcations 
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staged coo^. 3^,1% «d tf„ SE. HPLC to. fc, ^ 

1. 35iiAIPlB,jMe,30,„MHijlidMi3%Maiiiiil<)I,pH7.4 

>» 2. ''■^P'«M|>late,i0iiiMIBs(idiii.^5«S«cm«5,i«7.4 

3. JSmMHioaphK^ »inMLy*i^3?4MmiiilDl,pB7.4 

4. "iiiMHll)sphUe,2SliiMLy5ilMi3»4Mttioltol,i«M 

20 Figure 6) * 
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Claims 



1. A GLP.2 peptide or GLP.2 analog fe„aulation soitaWc for administration imo asnbject 
comprising: 

(a) a medicaUy useful amount of GLP-i or 01^-2 analog; 

(b) a pbosphate buffer in m amount suffideut to adjust the pH of the fcimulatbn to a 
pharmaccuiically acceptable leivd and above 5 J; 

" (c) astabiliziiig amino add; and '■ ~ 

(d) mannitoL 



Z A GLP-2 peptide or GLP-2 analog fonmdatzon acconBog to claim 1 wherein such 
foimulation is lyophiHzed and comprises in tiie leeonstituiBd pniduct; 

(a) approxiioately 0.1 - 10 % of GLP-2 peptide or analog thereof 

(b) aplwsjAatebttffermanamonntsuffidemtoadjustthepHofliiefonni^ 
IS above?; 

(c ) ^projdniately 0^1% L-Histidinc; and 
<d) approximately 3% mannitoi. 

3. A GLP-2 peptide or GLP-2 analog fonnnlaiion according to claim 2 wherein the GLP-2 
20 peptide or analog thereof is h[Gly2]GLP-2. 

4. A GLP-2 pq)tide or GU»-2 analog fbnaiilationacconimgua claim 3 wherein t^ 
^proximately 10 mgApoI of h[Gly2]GLP-2. 

25 
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B After he»t 
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Formulation 



Fig. X^Aamm adds set^exUngiEtbuffe^ 
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